Sir,

Since ages, psychiatrists have cautioned against the use of stimulants in attention deficit hyperactivity disorder (ADHD) when a patient has a psychotic episode.\[[@ref1]\] Amphetamine and its analogues are considered the mainstay of treatment for ADHD, and most patients are put on a long-term regimen with these psychostimulants. Some children treated with amphetamines have reported psychosis as an adverse effect.\[[@ref2]\] At the same time, a combination of antipsychotics and psychostimulants was found safer and effective in a few patients with schizophrenia, which further raises confusion regarding modes of treatment for comorbid ADHD and psychotic disorder.\[[@ref3][@ref4]\]

There is a dichotomy of beliefs among psychiatrists regarding the use of stimulants in patients with a psychotic episode. There is one school of thought which believes that amphetamine and related drugs are anathemas to patients with schizophrenia and any physicians allowing its use in psychosis is subjected to judicial review.\[[@ref5]\] Retrospective information from patients with prior premorbid attention dysfunction and stimulant use show a risk ratio of 4.3 \[95% confidence interval (CI) = 1.9--8.57\] for an increased incidence of schizophrenia or bipolar disorder; stimulant use was also found to be associated with earlier age of onset and more severe course of the disease. Thus, it is difficult at this moment to categorize the subgroup of patients with ADHD who are more susceptible to develop other psychiatric illnesses if stimulants are prescribed.\[[@ref6]\] On the other end of the spectrum, in schizophrenia, we have evidence claiming that, provided the psychotic episode has been effectively controlled with an antipsychotic regimen, amphetamine can actually help alleviate negative symptoms and also improve cognitive ability.\[[@ref7]\] Another study carried out on 13 first episode psychosis patients concluded that the chance of experiencing a psychotic relapse when started on a stimulant after a stabilized course of antipsychotics has been given is low and brief. The positive symptoms remained controlled and did not change after the introduction of a therapeutic dose of psychostimulants.\[[@ref3]\]

Concurrent stimulant-antipsychotic use has been rationalized by suggesting that they are likely to interact with different dopamine-receptor subtypes and do so in different pathways of the brain. In fact, while stimulants cause postsynaptic downregulation over time, antipsychotics cause upregulation.\[[@ref8]\] Interestingly, these opposite actions may cancel each other out if both the medications are given concurrently, decreasing the risks of tolerance to both. If there is a synergistic effect, the total amount of medication needed may be less, reducing risks of other side effects.\[[@ref9]\]

One in 400 patients with ADHD on stimulants showed symptoms of dose-related psychosis, which is quite significant. However, these episodes are brief and dissipate within 1--2 days of medication discontinuation. Furthermore, discontinuation of the medication brings about rapid re-emergence of hyperactive symptoms. So, the reintroduction of the same drug at lower doses or a drug from a different subset is necessitated. Therefore, stimulant-induced psychosis is considered an idiosyncratic reaction.\[[@ref2]\]

As per the National Institute of Health and Clinical Excellence (NICE, 2008), if psychosis occurs due to stimulant use, the stimulant should be discontinued and a trial of atomoxetine should be introduced.\[[@ref10]\] However, interestingly, review of the available literature reveals that the duration of treatment with stimulants is not significantly associated with the development of schizophrenia. In fact, a 10-year-follow-up study comparing outcomes of children treated with stimulants to those who were not, established that stimulant use was associated with fewer chances of developing a comorbid psychiatric illness.\[[@ref11]\]

At present, there is still a dearth of research on this matter, especially in the Asian scenario. Additionally, uncertainty regarding the combined use of antipsychotics and psychostimulants for comorbid psychotic disorder and ADHD remains in the medical community.\[[@ref3]\] Therefore, in children and adolescents with ADHD undergoing stimulant therapy, any signs of psychotic breakdown or mood changes need to be carefully assessed at regular intervals by the physicians and should also involve caregivers and teachers, who spend more time with the patient, to observe change in the symptoms. It is the duty of the physician to alert and psychoeducate the guardians to the myriad symptoms that may herald a psychotic episode. In other words, milder episodes can be tackled with increased or continuous direct parental supervision, but acute cases warrant temporary discontinuation of the drug till it resolves.\[[@ref2]\] Additionally, psychosis in ADHD may emerge due to concomitant use of cannabis or alcohol or it may emerge due to undetected bipolar disorder. Thus, studies are required to assess the potential of psychostimulant to produce psychotic symptoms.

To manage ADHD with comorbid psychosis, clinicians should proceed carefully and empirically. If comorbidity is established, treat the psychosis first. Stimulants to be discontinued if psychotic symptoms appear and in a few cases psychostimulants can be used in low dosages. The decision to continue the stimulant use in episodes of acute psychosis depends on the severity, duration, frequency of the episode, as well as the degree of concurrent deficits in attention and concentration. Generally, symptoms of psychosis can resolve within a few days, so re-challenging can be done after resolution of psychotic symptoms. If ADHD symptoms persist after psychosis treatment, then non-stimulant drugs or non-pharmacological interventions can be considered. However, in-depth and systematic studies are deemed necessary to rule out any apprehension regarding the safe use of stimulants in such patients.
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